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AB The title compds . I [Rl = (un) substituted 2-pyridyl which is optionally 

fused; b = 2; NR2R3 = (un) substituted 4-11 membered heterocyclyl] , useful 
as lip-hydroxysteroid dehydrogenase type 1 modulators, were prepared 
E.g., a 2-step synthesis of II, starting from 2-amino-4,6- 
dimethylpyridine, was given. Compds. I were tested in llp-hsd-1 
assay. For example, II showed 95.9% inhibition at 0.1 uM. The 
invention also relates to pharmaceutical compns . comprising the compds. I 
and methods of treating a condition that is mediated by the modulation of 
the lip-hsd-1 enzyme. 
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TI Preparation of N- [ (piperazinylmethyl) biphenyl] benzamide derivatives as M3 
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AB Title compds. I [wherein Arl, Ar2 = independently (un) substituted Ph or 
monocyclic heteroaryl; R6 = (un) substituted amine; X = C(Rl)p when m = 
0-3; X = CO when m = 1; a = 0-2; b = 0-2; c = 0-3; n = 0-3; Y = CO, SO, 
S02, HNC(O) or OC(O); Z = (un) substituted (hetero) aryl, alkenyl, alkyl, 
etc.; Rl, R2, R9 = independently H, (un) substituted (cyclo) alkyl, 
heterocyclyl, etc.; R3 = (un) substituted N+ containing cyclyl; or 
pharmaceutically acceptable salts thereof] were prepared as M3 muscarinic 
acetylcholine receptor antagonists. For instance, solid-phase synthesis 
of II-4CF3C02H was realized in an overall yield of 52%, via (1) 
amination of DMHB (2, 6-dimethoxy-4-polystyrenebenzyloxybenzaldehyde) 
resin-bound 3-bromo-4-f luorobenzylamine with 3-f ormylbenzoic acid; (2) 
reductive amination with 1-methylpiperazine; (3) Pd-catalyzed coupling 
with 3-formylphenylboronic acid; (4) reductive amination with 
(S) -2-methylpiperazine; (5) methylation with Mel; and (6) cleavage from 
the resin with TFA. Biol, assay for inhibition of receptor activation by 
calcium mobilization and pharmaceutical formulations were described. I 
and pharmaceutical compns. are potentially useful for the treatment of 
muscarinic acetylcholine receptor-mediated diseases, such as respiratory 
tract disorders. 
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TI Preparation of nitrogen-containing heterocyclic compounds as acetyl-CoA 
carboxylase inhibitors, their prodrugs, and pharmaceuticals containing 
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AB The compds. I [E = (un) substituted non-spiro cyclic group; if the cyclic 
group is monocyclic, then it has >2 (un) substituted cyclic group; 
D, G = CO, S02; ring P = (un) substituted 5-6-membered nonarom. 
heterocycle; ring Q = (un) substituted aromatic ring, nonarom. heterocycle 
containing >2 heteroatoms; A, L = C, CH, N; J = (un) substituted 
hydrocarbyl, (un) substituted hydroxy, (un) substituted heterocyclyl, 
(un) substituted amino] or their salts, except 4-[l-(9- 

anthrylcarbonyl) piperidin-4-yl] -2- (morpholin-4-ylcarbonyl ) morpholine, are 
useful for treatment of obesity, diabetes, hypertension, cardiac failure, 
diabetic cardiomyopathy, metabolic syndrome, sarcopenia, etc. Thus, 
4- [ 1- ( 9-anthrylcarbonyl ) piperidin-4-yl] -N, N-diethylmorpholine-2- 
carboxamide, prepared from N, N-diethyl-4- (piperidin-4-yl)morpholin-2- 
carboxamide hydrochloride (preparation given) and anthracene-9-carboxylic acid, 
inhibited human acetyl-CoA carboxylase 1 (ACC1) and ACC2 with IC50 of 1.7 
and 0.2 nM, resp. Capsules and tablets containing I were also given. 



L13 ANSWER 4 OF 9 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2006:103536 CAPLUS 
DN 144:192270 

TI Preparation of 2-quinazolinamines and related compounds as MCH-1R receptor 
modulators 

IN Receveur, Jean-Marie; Bjurling, Emelie; Christensen, Ann; Hoegberg, Thomas 
PA 7TM Pharma A/S, Den. 
SO PCT Int. Appl., 67 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



PI 



WO 


2006010446 




A2 




20060202 




WO 2005- 


EP7318 




20050705 


wo 


2006010446 




A3 




20060518 






















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KP, 


KR, 


KZ, 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 




NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 




SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 




ZA, 


ZM, 


ZW 






























RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















GB 


2004-16728 




A 




20040727 





















OS 
GI 



MARPAT 144:192270 



I 

<: a— ^— n— L1-CH2 




— L2 — f — 



H2N— CH2-CH2-CH2-N 



V 



NH- COCH3 



II 




N .NH-CH2-CH2-CH2-N 




NH-COCH3 



CI 



III 



AB Title compds. I [A = (un) substituted pyridine, metadiazine, imidazol, 

etc.; B = (un) substituted benzonitrile, benzodioxole, oxindol, etc; Rl = 
H, halo, OMe; X = HC=, N=; LI = CH2, CH2CH2;.L2 = CH2, CO; R2 = H, alkyl, 
etc.] and their pharmaceutically acceptable salts were prepared For 
example, N-alkylation of amine II with 2-chloro-4- ( 4- 

chlorophenyl) quinazoline afforded quinazolinamine III. In MCH-1R receptor 
binding assays, 13-examples of compds . I exhibited IC50 values <0.5 nM. 
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Preparation of 4-phenylpiperidine compounds and their use as modulators of 
opioid receptors 

Mchardy, Stanton; Liras, Spiros; Guediche, Sara; Coe, Jotham W. 
Pfizer, Inc., USA 
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AB The subject invention relates to 4-phenylpiperidine derivs. (I) [wherein X 
= H, halogen, cyano; Rl, R2 = H, Cl-6 alkyl, - (CH2 ) k-aryl, or 
(CH2) k-heteroaryl, wherein alkyl, aryl, or heteroaryl is optionally 
substituted; or CR1R2 together forms an (un) substituted and optionally 
fused C3-7 cycloalkyl or 4-7 membered carbocyclic or heterocycloalkyl 
comprising from one to three hetero moieties selected from O, S, -C(:0), 
and N; R4 = absent or H, (un) saturated Cl-4 alkyl, Cl-4 alkoxy, hydroxy-Cl-4 
alkyl, (CH2)n-NH2, (CH2 ) n-NH (Cl-4 alkyl), (CH2 ) n-N (Cl-4 alkyl) 2, 
(CH2)n-NHCO(Cl-4 alkyl), (CH2)n-N02, (CH2)n-CN, (CH2) n-CONH2, 
(CH2)n-C0NH(Cl-4 alkyl), (CH2 ) n-CON (Cl-4 alkyl) 2, cyano, N02, 
(un) substituted OH; R3, R5 = H, each (un) substituted Cl-6 alkyl or C3-6 
cycloalkyl, C2-4 alkyl-O-Cl-4 alkyl, C2-4 alkyl-NH (Cl-4 alkyl), C2-4 
alkyl -N (Cl-4 alkyl) 2, Cl-4 alkyl-heterocyclic; R6, R7 = C1-C4 alkyl; n = 
an integer selected from 0-5] and pharmaceutically acceptable salts 
thereof. These compds . are useful for treating certain disease states, 
disorders and conditions mediated by an opioid receptor, for example 
irritable bowel syndrome, drug addiction or dependency, including ale. 
addiction, depression, anxiety, schizophrenia, anxiety, schizophrenia, and 
eating disorders. Thus, to a solution of 2-Methoxyethylamine (76.5 \xL, 
0.88 mmol) in C1CH2CH2C1 (2 mL) at room temperature was added trimethylaluminum 
(440 jjX, 0.88 mmol, 2 M in hexanes) dropwise. The reaction mixture was 
stirred at room temperature for 1 h, followed by adding a solution of 
3- [1- [3- (1-Hydroxycyclohexyl) propyl] -trans-3, 4-dimethylpiperidin-4- 
yl]benzoic acid Me ester > (62 mg, 0.16 mmol) in C1CH2CH2C1 (2 rnL) , and 
the reaction mixture was heated to reflux for 24 h to give, after workup, 
trans-3- [1- [3- ( 1-Hydroxycyclohexyl) propyl] -3, 4-dimethylpiperidin-4-yl] -N- 
(2-methoxyethyl) benzamide. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to a preparation of arylamine-substituted quinazolinones 
of formula I [wherein: Rl and R2 are the same or different alkyl groups; 
R3 is H, halogen, CN, or OH, etc.; R4 is H, alkyl, aminoalkyl, or 
hydroxyalkyl, etc.; Y is (un) substituted alk (en) ylene, heterocyclene, or 
heterocyclylalkylene; Z is C(O) or S02; Ar is (un) substituted 
(hetero) aryl] , useful as ctlA and alB adrenoceptor antagonists. 
For instance, quinazolinone derivative II was prepared via amination of 
2-chloro-6, 7-dimethoxy-lH-quinazoline-4-one by N-methyl- [3- (pyrrolidin-1- 
yl) benzyl] amine with a yield of 60%. The prepared compds . were tested in 
[3H] prazosin binding (a-adrenoceptor) assay and dog in vitro 
intraurethral and blood pressure assay. For instance, pKi values for III 
were 8.49 (ctlA) , 7.83 (alB) , and 5.58 (alD) . 
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TI Preparation of 4-phenylpiperidine compounds as modulators of opioid 
receptors 
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AB The title compds. I, wherein X is H, halo or cyano; R is - (CH2 ) nCRlR2R4 ; 
Rl and R2 are H, alkyl/aryl, etc., or Rl and R2 together with the carbon 
to which they are attached form certain (un) substituted carbo- or 
heterocycles; R4 is H, OH, alkyl, NH2, cyano, etc.; R3 and R5 are H, 
(cyclo) alkyl, etc.; R6 and R7 are alkyl; n is 0-5; with some limitations, 
useful as modulators of opioid receptors, were prepared Also disclosed are 
pharmaceutical compns. comprising I or pharmaceutically acceptable salts 
thereof in combination with pharmaceutically acceptable carriers, 
excipients or additives, and methods of using them to treat diseases 
mediated by opioid receptors, such as irritable bowel syndrome, drug 
addiction or dependency, depression, anxiety, schizophrenia and eating 
disorders. Compds. I displayed selective activity. for p.-, k- and 
5-opioid receptors in opioid receptor binding assays, and had Ki 
values of about 200 nM or less for the u-receptor. For instance, 
triflate II (Y = OTf, Z = Bn) underwent carbonylation with CO in MeOH 
followed by debenzylation to give amine II (Y = C02Me, Z = H) . Reductive 
amination of this compound with 3- (1-hydroxycyclohexyl) propionaldehyde and 
subsequent condensation with 2-methoxyethylamine yielded III. Compds. I 
are biol. advantageous in that they are not metabolized by the P 450 
isoenzyme CYP2D6 to an extent which could cause significant dosing or 
pharmacokinetic variations (no data) . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VTA OFFLINE PRINT * 

AB Title compds. I [X = C; J = N or C, wherein when J = C, then the bond 
between J and X is a single or double bond, if J = N, then the bond 
between J and X is a single bond; Rl = Y, W-Z or W-Y; Y = (un) substituted, 
(un) saturated 3-8 membered ring (or bicyclic ring) optionally having 1-4 
heteroatoms, or (un) substituted, (un) saturated 1-10 membered straight or 
branched carbon chain optionally substituted with 1-2 heteroatoms; W = 
carbonyl, thiocarbonyl, sulfinyl, or sulfonyl; Z = OY, SY, NHY or NY2; R2 
= (un) substituted, (un) saturated 1-6 membered alkyl or heteroalkyl chain; R3 = 
(un) substituted, (un) saturated alkyl or heteroalkyl chain; R4, R5, R6, and R7 
independently = H, bond, nitro, etc.; or adjacent combinations of R4, R5, 
R6, and R7 may optionally be taken together to form (un) substituted, 
(un) saturated carbocycle or heterocyclic ring], and pharmaceutical compns . 
containing such compds. are prepared and disclosed as cholesteryl ester 

transfer 

protein (cetp) inhibitors. Thus, e.g., II was prepared by reaction of 
3, 5-bistrifluoromethylbenzoyl chloride with 4-diazo-6, 7 -dimethoxy-2 -methyl - 
3, 4-dihydro-2H-quinoline-l-carboxylic acid Et ester (preparation given) in 
di-Et ether. Methods for bioassaying compds. I are described (no data). 
The use of I to elevate certain plasma lipid levels, including high d. 
lipoprotein-cholesterol and to lower certain other plasma lipid levels, 
such as LDL-cholesterol and triglycerides and accordingly to treat 
diseases which are exacerbated by low levels of HDL cholesterol and/or 



high levels of LDL-cholesterol and triglycerides, such as atherosclerosis 
and cardiovascular diseases in some mammals, including humans is further 
disclosed. 
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AB The title compds . [I; Rl, R2 = alkyl, thienyl, (un) substituted pyridyl, 

Ph; or Rl and R2 together with the carbon atom to which they are attached 
can form saturated 5-6 membered carbocyclic ring; Y = (CH2)n; n = 0-1; R3 = H, 
alkyl, alkoxy, cycloalkyl, etc.; X = a bond, (un) substituted alkylene; R4 
= (un) substituted II, 4-6 membered saturated heterocyclic ring and 

(un) saturated 

monocyclic, bicyclic, or spiroannulated heterocyclic ring] which are 
useful in the treatment of obesity and obesity-related disorders, and as 
weight-loss and weight-control agents, were prepared and formulated. E.g., a 
multi-step synthesis of III (starting from 4- (4- 

trif luoromethylphenyl ) piperidine, dif luorobenzil and 4-methoxybenzamidine) 
was given. The invention also provides pharmaceutical compns. comprising 
the compds. I, and methods of using such compns. for inducing weight loss and 
treating obesity and obesity-related disorders. 
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Relative stereochemistry. 
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